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ANDA 74-532

MAlct! 28 /9577

Wockhardt Limited

Attention: Mr. I.R. Berry (Agent)
Wockhardt Americas Inc.

1000 Nottingham Way

Hamilton, New Jersey 08609

Dear Sir:

This is in reference to your abbreviated new drug application
dated August 11, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act for Captopril Tablets
USP, 12.5 mg, 25 mg, 50 mg, and 100 mg.

Reference is also made to your amendments dated December 15,

1995; August 12, 1996; and January 16, February 3, and February
14, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioegquivalence has
determined your Captopril Tablets USP, 12.5 mg, 25 mg, 50 mg, and
100 mg to be biocequivalent and, therefore, therapeutically
equivalent to the listed drug, Capoten® Tablets 12.5 mg, 25 mg,
50 mg and 100 mg, respectively, of Bristol Meyers Squibb Company.
Your dissolution testing should be incorporated into the
stability and guality control program using the same method
proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final




printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which reguires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,
: _S/Q 857

Douglas L. Sﬁorn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 074532

FINAL PRINTED LABELING




0y 'POIRIO1 930P 81 12049 JO LOHEIN ey} 1udOKIED JO 830D [ENPIAPLI S JO LOHIRII! 1820 J04® SBNLIW 08 O) 0F (PWxww Kgensn e »d poorq o -

-peBueyoun Ayensn 8| B18) uoneI 10 pue » [ MOYJ POOIQ [SUSS Y SEFRIOU UB
31 8)0y] "INING DVLPIEI UL ‘$ITIU| UB IO aBusya ou 18yNe Yum seywd A diy ooy jwieydued o uor ® U SUNSEI Jo vopesisH
sojwesuipoosunieyd

]
“(NOLLYH LSININQY ONY JDYSO0Q #9) 10200 jidordes jo Uorusie) 1easaoy

Juoiiecuy [WUs it SIUBIEd U SN0y Z URY) S50 Alqeqoid §1 i inq ‘ojqssod ‘wessid 18 U N (B p 10 Oi-NW JO Vo L uy ‘unoy
¢ eyl 958 AKUQoId 21 pooiq Ut AEAIOROIPES (910} 0 Sy Lorieunne jusredde eyt ‘suioid swsmd o} punoq 11 8np Burenaip ey) 1o Wweased OE 01 §Z Aesuiroiddy
PneIp K cwd pue [11d0)ded 10 Jewip SINNEIP U £

! L L
sy} j0 1sow :Brup pebueyoun s uedied 0g O OF QUL Oy} U} POJRURLING §) #SOD PEQIOSQE BY} O Weaied Gg 1040 ‘POLIed INOY-¥T ® U| 'ewd GL Aswnwixoxdde %
vondiosqe sluiuius s8wIe-8 ‘BUISGE| P|-UOGIED UO PISE IR 810/8q INOY SUO usad 8q pnoys s:0jesey) 1udoided weased O 01 0C 10Qe Aq uondiosqe s8Npe) W)
|eunsojulonsud By} U} POO] jO d ey Jn0Y BUO 1NOGE |8 510A8) POOI] X#Sd YIM £IN300 Oy pictes ‘pudorded Jo $990p NAEIEY) J0 VSIS 1820 104y

‘sopsupodosuIsyd

"poorq Buienai 1 30V e vey) seBuoy peuqIYYY B WNieUIOPUS
Jenasen u wesesd IOV S} YIBYM UMOY 10U St ) 3OV Buy 1O UL OF s00p ury) e} o posd 20ux) § Jo) isysied S108)j ansusLediyiue Byl
‘ .-.o_iﬂl:-_!o-.:;?o_-:uo:!.:!_-i

WIS Ul SESPEIDU) |[PWS 'YNte.) 18 ‘pue P o} spesy §| Bus 0 uolINPe) By 11 Wy yBue U uoyINp 3&.58 [ ]
uwe) U0 }oEAPes) SAIEBRY [0 350) WOl Bunnses N eyl "(vid) AR unes wwsnd p pue §f wwed p W) SUNSeI 30V 1O LoaY)
‘Widoxdeg (0 190K® NeCRIO: Y1 U] 10; § ARy 08 Aww B3 upuuBeIscxd 1o unpApeig

10 suoy [ unApeiq ‘epided sy1 o UOPRIBEP SY) Yim S30pe1 OFE Aew g pus essupyipesq, of (VP! 8 30V
“voniow jo Ayopoeds
Buneapw ‘euuydous pus || uisusiorBue Bupn; _...E?:gs.o.g-o..iis.a.saz_:i!3%.3!:35.5.!&&83%
©p som | Uy xBuw poIsIsIIN i Boxe Aq pesned d pootq jo uoy o 1oy Bupwous Aq sreusun W pus soejgns  urwny Ayrsey yioq
up U S¥y Lo SN “SsTIRAY AX0qed epydedipiAprded B *30Y Jo uomal A I Bus o1 | usuIOBUE O VoY LT d pdorded
“UOIUSI] PINY PUS WIPOS 0f BUPNGHILOS AQEIE) K810 [BUSIPE By WK} U8
osw 1) vt 0 L M Sopus ueiod © ‘Ij ususioiBue o (DY) ewAzue Buy Oue Aq p usy)
"o Buy ‘spdeduoep snioRYl ABNINE) © '} wisusioifus eonpaid o erensans ugnqod wwewd § UO $18 1 SYM USHBINAIND SU) ORN POSERIel § ‘sAeupny ) Aq
penssyjuks swAzue ue ‘vuey ‘Brup ey} O} SSUCASSI PUB HOAN| UUS: y 1 ou % sey) 4 ‘weishe PIe-uy Bus-uues ay) o
:3.3.&:.».:.35-55.:-!o.a&a-.!__-_:-zvc. 3 dAy W S100}0 B sy ‘peispronie Aun) Lesq 194 1ou S8y 1)JOKIED JO LOFIIE JO WK oyl
) UonoY 10 wWeiusyIen
ADOTOIVNUYH TVIINND

‘PoW oWRd PUB (B ‘SPIXOI LONY PO “esOIN Mpue * yamem wod ‘esonired eur "
o1Buy ooy b oy s 191q81 Yowe ‘Lomppe uj ‘Idoided (o Bu 001 40 “Bw 09 W §2 “But §'21 SUTNOS 'UONBIIBIIALPS R0 O} ‘1eiqei Pesods you3
. ‘9191008 JAY PUB ULIGIOIORID U} HIANOS
KBuneds pus Jouwe pue jouryieu ‘(TwOu 094 "xcsdde) JHIEM U] SITHOS # X Liopo SNaINGNE ]S @ eawy Amu 1wys Jopmod SuiEIsAio SRUM-IO O) SIYM © #) pOoKIeD

50

N
oLV,\/mx
ﬂ A Y
HO  H , .
|emponats Busmoyoy eus sey pue (62'212 M} SEON FHHBo mnusio) sy “suggosd- HyhuordasdAyiew-2-0rd £-(S2)14 ve Areon peisutisep w pdorden
0w Bue o1 ¢ Ul 10ue jo Loy oy} 10} Q¥ owAzue ay; *(3DY) ewhzue Buy 1 UISUBIOIOU 1O JONGRIN A oytoeds ¥ & pdorded
~ NOLLJINOS3IA

"AMISLON Pus AYPIQION IBISUON

/1194 : SONINYYM #9G “9qis50d 58 UOOE 5B PONUILOIEID 6Q PINOYS TLJOLAVO ‘perowiep 81 AousuBesd usum ‘sniej Bujdojeasp

oy} 0) yiuep usAe pus Ainfuj 8SNEI LB SJONAIYY| 3OV ‘sI0180WIN PIUL PUS PUOIES 0L Bupnp AousuBesd uj pesn USUM
AONVND3Yd N1 3SN

dsn ‘s1378VL 114dOLdYD

dsn ‘s1378vV1 1I4dOLdVD

SPACE
FOR
BARCODE

g




in blood may be prog 50 10 achieve maximal therapeutic effects. several weeks of therapy may be required. The biood pr ng
eftects of captopril and thiazide-type diuretics are additive. in contrast, caplopril and beta-blockers have s less than additive effect. .
Blood pressure i3 lowered 10 aboul the same extent in both standing and supine positions. Orthostatic effects and tachycardia are infrequent but may occur in volume-

depleted patients. mmmdwmmm i m-wd' L in blood p
lnp-hem:-‘hl\uﬂun i ly . and biood p ft d). reduced
) and pul i i cardiac output, -dwusodaxamsa tolerance time (mmbeendemommed These

m“ﬁﬂldoﬂsmﬂﬂhﬁwmldwbmudew Placebo-controfied studies of 12 weeks duration in patients
who did not respond adequately 1o diuretics and digitalis show no lolerance 10 beneficiel effects on ETT; open studies, with exposure up 10 18 months in some cases, aiso
indicate that ETT benefit is maintai Clinical imp has been in some patients where acute hemodynamic effects were munimai.

The Survival and Ventricudar Enlargement (SAVE) siudy was & ruficenter, sandomized, double-biind, placebo-controlied trial conducted in 2231 petients (age 21-78
yoars) who nusvived the scute phase of 8 myocardist infarclion and did Aot have active ischemia_ Patients had left ventricular dysfunction (LVD), defined a3 a resting leht
ventricular ejaciion faction <40%, bul a1 the time of iTation were not ' ic o require ACE inhibitor therapy for heart faikre. About helf of the
petionts had hed symptons of heart taiure in the past Patisnts weve given @ test dose of 6.25 mg oral captopril tablets and were randomized wihin 3:16 deys post
intarction 1o receive either captopril tablets or piacebo in addiion 1o conventionsd therapy. Captopril tablets was inlisted at 6.25 mg or 12.5 mg % and after two weeks
titrated 10 & tarpetl meirsonance dose of S0 mg Sd. About 80% of patisnts were receiving the Larget dose at the end of the shudy. Palisnts were followed for & minimum of
wo years and for P 10 five years, with an everage lollow-up of 1.5 years.

Baseline blood pressure was 11370 mum Hg and 11270 mwm Mg for the placebo and captopril tablets groups, vely. Blood pr L sightly in both
trestrment Qroups dusing the siudy and was somewhal lower in the captopnl teblets group (11974 Vs. 125/77 mm Hg at 1 y1).

Therapy with captopril Wbists Improved! long-term survival and clinical oulcomes compared ©0 placebo. The risk reduction for all cause mortality was 19% (P«0.02) and for
cardiovascuier death was 21% (P=0.014). Caploprl trested subjects had 22% (P=0.034) fewer frst hospitakzations for heart tailre. Compared 10 placebo, 22% lewsr
patients ] op of overt heart failure. There was no signiiicant difference between groups i totsl hospiteizations for 88 cause (2056

Cwim-.wd inthe of other Nes such s aspirn, bese nicates, calcum ists and
-hnM.MMmhdmmwm:mlMdmmmum L on, with type | {ju type. onset belore age
30} insadier ‘gSmehy“wmgSMmmdmﬂuebouwiwhu(zs
. Wﬂl\dwhwbdamnm—dﬂnam) To achisve biood px control, agents beta y acting
mam)mmed-smiorpammwﬂum

The captopril tablets group had a 51% reduction in risk of g of serum nine (P<0.01} and 2 51% ion in risk for the i int of end-stage renal
mwwm)uamhm«m) Cqmpdhudswmldn-mmmnunmpvuemoxaummhnMefnl:moﬁhs(PmOS)
which was mai the trial. The # tablets group had somewhat betier blood pressure control than the placebo group. but the effects of captopril on
renal function were greater than would be expacted from the group differences in blood pressure reduction aione. Captopril 1ablets were well tolerated in this palient

popuiation.

in two mufllicenter, double-blind, placebo-controlied siudies, a lotal of 235 " i with insulin-d: dent diab b i and
microaibuminuria (20-200 pg/min) were ized %0 placsbo or uln(sowbd)-dblwb'wlozym Captopril tabiets delayed the progression 1o
MMW;SNWnMM(MM“bM P<0.05). Captopril lablets also reduced the abumin excretion rate. w . the
fong term clinical benefit of g the rom 10 proteiwsia has not been established. - -
T snumnmu-uanm-mwmmmummqumm

INDICA AND USAGE

Hypertenision : tablets are inc for the of hy
thMsththd it (soe
Caﬂawiwhmdn-ﬂ“wyhmmmmlmﬂﬁmnnmmd-wm In patients with impaired renad function, particutarly those

mhe*o-nn-:hrds-u should be for vy * who have ether developed unaccepisble side effects on other drugs. or have tailed to
y 10 drug :
Captopril is effective alone and in combination with other ankihy e sgents, sally thinzide-type ics. The bicod pr g eftects of and
Heart Fallure : Captopril tablets sre & nte of gestive heert inhae wsaunly n combinstion with diuretics and digitalis. The beneficial effect of
Wmmmuumh of digitails, most cliracal trisl experience with captopril has been in patients receiving digiaks,
a8 woll as diurelic trestment.
Laft Dy Afver My : Captopril tablets are indicated 10 Swprove survival i ind ion in chini stable patients
with left L functi . ummm;mmbmnmdmwmw dalizations for ¥
heart tailure in these pationts.
Disbetic Nephropathy : Caplopril tablets are & for the of disbetic inuria 2500 mg/day) in patients with type | insulin-dependent
melliius and retinopathy. Captopril tablets decrease the rate of progression of renal insuliiciency and development of serious adverse clinical outcomes (death or
need for renal transplantation or dialysis).
in considering use of captopril tablets, & should be noted thet in controlied trisls ACE inhibitors have an effect on blood prassure that is less in black patients than in non-
e blacks. in addilion, ACE inhibi (lor which dets are i cause & higher rale of angicedema in black than in non-black patients (see WARNINGS :
Angioedena).
CONTRAINDICATIONS

Captopril tablets are coniraindicated in patients who are hypersensitive 1o this product or any other angiotensin-converting enzyme inhibitor (e.0.. a patient who has
experienced angioedema during therapy with any ather ACE inhibitor).

WARNINGS

Anaphytactold and Possibly Retated Reactions

F . L i ' aftect the bolism of e ids and poly ides, i ing ykinin, patients
iving ACE inhibi ~ muwn-mdmm some of them serious.

.- -

Angloedenn
Angs L g the o haummmMswhwnxmbemmnnpallmslnmedwhAcEM ncluding
wlmmmm glotis o larynx. -‘-ym"-yoocwumbohld therapy. including bt not ly émited to,
subcutansous adminisiration of a 1:1000 solution of epa should be promptly
Swelling confined 10 the tace, Mmucous membranes of the mouth. ips end ies has usually d with di L ion of il some cases requi

' medical therapy. {See PRECAUTIONS : nforrmasion for Patients and ADVERSE REACTIONS.)

wmmm
Two patients with verom whils iving ACE i it f i y . L In the
sams patients, MMMMMACE _ were ily withheld, but they reapp upon i




naphy During b

napty id ions have been rep: ‘in;iallls" lyzed with high-flux and treated . with an ACE inhibitor. Anaphylacioid reactions
have aiso been in patients going low-density kpoprotem apl . \«hm"mmw: ~ )
al L TN
Neutropenia/Agranulocytosis .
Nomwenh(ﬂWﬂm%wﬁhmydoidhwophshhﬂmMdeuedapwpdAbouml!ollhe ic patients Hoped sy o¢ oral cavity indections

or other features of the syndrome of agranulocytosis.

Tmmkdwmismmmmmwamm:
|nwmkhmmwmmmm-uuam(-mm iess than 1.6 mg/dL and no vascuter
has been seen in one patient out of over 8,600 exposed.
hmﬂhmmdmﬂWG(mm-_|.Gmyd4wmcob9-nnsahvm,lrerbkdwhhdﬁaﬂhikmm
1pusoo,ammcyom1smmhww.wmduawimmuwwwgnmmwm.mmhmdm
mwmmmm-uwhmﬂmun,ma_,' ] tantly with wit has beeh - with
wﬁnuwmmmwi\us.m -

mmmmmmu,g. Y s ery and impair renal function, neutropenia occurred in 3.7 percent of
pationts in clinical Wials.
Mmdnwmmhwmm.imunm i, & has d during the clinical About halt

dhmemduusmdmu-ﬁmezl.emyd..dmi-\np-mlmthsMMwmAmmun.!wmm
mn-mpm‘-mmmnmmmmunmnwmmd,aomummhwmmmm«wm
- hasi ty - % and

myyeloid hy iod by erythroxd d of yocytes (e.g.. hy ic bone meTow and Sencylopenia).
hmwmmmﬂmmmmw was di inued, and serious i L were {imited to cnically complex patients. About 13
Mdhmdwﬂmpuﬁahweemdm.Mamdhﬁam‘nmbﬂuwnhnriwsim\ess.havingeoihgenmhm.runllaii.n.heaﬂ
tailure or i therapy, or & ination of these g faciors.

ation of the hyp: iy orhnnhllunpnlodMmmmdrmallmcﬂon .

nwopﬁlisusedhp.tiemswi\hinmimdmmllmbn.Mhhodc-luﬂmm‘alcnuvﬂssmmdbeevalualadmiorlouaﬂinglmwwiu.meu‘-mdy
1wo-week intervals for sbout three months, then periodically.
hpdiaisvhhoolngeﬂvnscuhrdisuseorwhomaxposedlo“mwvmhd'odmmﬂeulhorimmunavesponsc.pambdymlmisirmiudvu\d
wm,wsmummmummdmwmmmmhmm
Allpuiemsuwedwnhcaﬁowiwbewwupoﬂmmdim«.g..mlmtleven.niﬂa:liov\issuquctod,wﬁecolmlsmddbam
without delay.

smwmawwmmmmubmmmmmumwwml,won L ion of - raphi cound

< ) the oril and closely lollow the patient’s course.

Proteinuria

Totat urine: MMM‘qwmmwhma1mdq‘iﬂnsmoivingupwpd,Abmﬂsoummdaﬂmdmmdmdwbr
renal di mmmw@mdwmmd1somvdw)‘mboﬂ|.mmrdicsyn¢mouwﬂedhmmdwmp-bﬂs.
mmm,wumwam“ﬁwm:-m i was inued. P of renal function, such as BUN and crestinine. were
seldom siterad in the patients with profeanuria. :

Hypotension .

mwmwmmwmmi- of il use in pleied persons (such as those trested

wmanu)pmmwunammwmam (mP-l‘!'ECAUTIONS:Dnawm.)
lnmm.mmmmmmmduh.mmhnmuoodp'megvulunmmpuwlmmdodi\mhlu

wpdiuitmw-ﬁulmmubnimﬁdy»mumdhhmddmambmm P g either no sy or briet mild
n race @ it hes been cizted with wthroia or ion defects. jon was the reason for discortinuation of drug in 3.6
of patients with heest tadure.

BECAUSE OF THE POTENTIAL FALL W 8LOOD PRESSURE 1M THESE PATIENTS, THERAPY SHOULD BE STARTED UNOER VERY CLOSE MEDICAL
wnmn.Ammawurzsmﬁmmnwmanmumuwdudyuu-ﬁ-mmdq—m-ﬂ
wmmuwmwi'.u_uummﬂwm.mummumuc,amm,mmnummm.
Hypotension is not per se & resson lo _ el. Soma d of sy ic blood sa and desi on upon inlistion of
u-tmenl'nh-nhin.mwdumiwmhumdmm;mbmmmum-“um.mmulum\o
mm.m.wnmm,mmm

FetalMeonatal Morbidity and Mortality
ACEM:-\”M-MWMmdﬂlmmnwwlmn.Swevaldozcncamhnhemmoﬂ.dhmewum.

‘When pregn ] ACE #ors should be di d &s S00N a3 bl

The use of ACE inhibitors during the second and third tre of pregy has been iated with fetal and { injury, including hyp a i skul
ypopiasia, anuna, e Of i ible renel tadure, and desth. Oligohydramnios has aiso been rep bty ling from d fotal renal function;
oligohydramnios in this setiing has been associsted with letel bmb iotacial ion. and hy ic king P F :
Mmm.mmmmmmwmmummrmwnmammmmmmemw.
mmmmmwnmmmmmmmmmmmﬂum«dwmm ¥ whose ond

OduusnnmedbAcEinhbiwtswmhhmmuwmﬂmm,wﬁmpﬂbmsmm. phpic'arsmldml:emy
effort 10 L the use of ril as soon as possé

Rsrely {probably less aften than once in every J preg ses). no ive to ACE inhibi will be found. in these rare cases. the mothers should be
wamwu’dmmmtm.m-u d inations should be p d to assess the iMraamniotic environment.
It oligof “os is d il should be iwued unless @ is considered lile-saving for the mother. C jon stress ¥ ST). a St )

{NST), or biophysicat profiling (BPP) may be appropriste, depending upon the week of pregnancy Patienis and physicians shouid be aware, however, thal
memnwuvumilnﬂahlﬂshsmmﬁahhy

infants with ies of in utero exp 1o ACE & L should be closely for hyp: ion, oliguria, and ia. ¥ oliguria occurs, sttention should be
directed toward support of blood p and renal p: - or dialysis may be required as & means of reversing hypotension and/or
ing for ok d renal i While cap may be d trom the aduft cit ion by halysis, thers is data ing the
of ialysis for ing it from the ci of o¢ children. W dialysis is not ive for '] il; there is no ik
for g captopril from the general circutation.

When caplopril was given o rabbils & doses about 0.8 10 70 times (on & mg/kg basis) the maximum recommended human dose, low incidences of craniofacial
nnlom\liommuon.Nolmhguicmdw—-mi\mdwegmmutsandmmteu.On-mbn's.NducsusodmowlolSOlimbs
(in hamsters) and 625 times (in rats) the maximum recommended humen dose.

- 4
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Hepalic Failyre

RAM.ACEWMMVemuMMMus "ome that starts with ch dice and fo futmi hepatic 3 and ( imes) death.
The mechanism of this sy is not .Pynll:ms iving ACE inhibi modmbpjaumteovmmddmmdhmcwmmwm
the ACE inhibitor and receive appropriate medical foRow-ux:.
PRECAUTIONS
General
impaired Renal Function
Hypertonsion - Some patisnts with renal disease, particulany those with severe ranal artery stencsis, have developed increases in BUN and serum creatinine after
duction of blood wilh Hi. Caplopril dosage reduction and/or d nuali ddmcltmyhsmhnd.‘wwmdmm.immh
ible o biood and : renal perfusion.
“GaﬂFlll!-AboummdmwmmhﬁisdMw:aunqnﬂ&wqm«mnmmimmu“nww
""m"hw.Luslmsmdm.mmﬂhmewmﬁhgmﬂm. qu o of dus 10 progressively R
i ing inine; subsequent i probebly 4pOn the severity of the underlying ranal disease. . I
SOOCUMCALPHAMCOLOGY,DOSAGEA'DMWTKN.ADVERSEREACTIONS:MMLMMFW. - 2
Hypertaiermia : Blevations in mmmmmhmmmnmmsw«:.m,w.mmmwsm. -2t
N mnﬁkhhmdm‘t*ﬁ mmmwmw : diabetes melitus: and those using a0t potassim-sparing daretics, =
" or L ining sell subst or other druge % with & n serum L (See PRECAUT'ONS.M&I <
Pammwm;msmm:mmw,) .
M:Mmmumam ion of endog. o - & ) MM:MWM&MM.M
mmwuw.mmwmmuwnmm«uwdm.
Vmw:m&.aw,mwm.mmmmmnmuu ¢ risk of d Y i0n when wrested
mvmmmmmmummmu-m. )
Swurgery/Anesthesia: hmbﬁsuﬂuﬂn‘ﬁmuﬁmwmhmemsmﬂmﬂ‘ 2 il wil block angs i fo
mvybeawawyminmm.uwpauukmmn-dimwuedbbammthis hanism, il can be by volume d0n.
Rme&ummmﬂm.n talion of itwity-Ske (; id) ions during h ialyi w'lhfiqh—“uxﬁm:m(o.q..
mlhuﬁnﬁuccdvthCE'nhiMou.Inlhsuplims.M:Mbagivenlousingadmmnnypeddialysis or a o W class ion.
(See NGS - A o e " During M E, )
Information for Patients
Palieilsshouldbeldvisedwimmadmebyrwoﬂlolhef'muv[mﬁ't‘ﬂuaﬂssuggeﬂimmgioedem(e.g.,swellingo“we.eyﬁ. ips. longue. laryru and
ities; difficulty in swall ing or by ing; by ) and 10 i H\ampyA(SeeWARNINGs;Angioedema.)
Pllie'lsshouldbeloldlovepon iy any indication of ndecti (e.g.‘socemrcal,tevev).mchmyuasignmwmm,udmmmmm
be related to inuria and i 3 .
All patients should be o that ” iration end ion may lead to an ive fall in biood b of red in Muid vohsme. Other :
causes of volume d ion such as itirng or cligeyhy lv-ydsol—dloal-lhbhodptessure.pa(iemsshomdbaldvisedlomunwﬁhm‘pﬁn‘-sn, L - =
Patients should be advised not 1o usa aam-spaning dasetics, a or potassi ining salt substi without % thei phy H
(See PRECAUTIONS : Generas mmmmm.) f
Plliellsshouubewv-duqai\sl' e or o - hory of hon unless i by the phy "

Pl-gmmmadim-iq mmuwmmmum-wmu i to ACE inhibi . and they should aiso
M!oﬂmlmmammnmwh' ine ACE-inhibitor lm”nsboenlhiladlolheliﬂmlmmm
be asked (o report #e3 10 thew physiciens as 200n as posslb X

Drug interactions -
Wpﬂmbn-miaummW:P&ummmwl’mhMdurﬂklmmmmlyimimod.awduhummﬂy
nlmslriclionovﬂp&s‘nny a by o a - rechuction of blood umuﬁmtmlwmmummmiﬂmde
The possibility of y ive affocts with can be minimized by ellhor discontinuing the diurelic of i ing the sak intake imately one week prior 1o
inftiation of with opril o irviti ',t-wym-ﬂmﬁbulZ.sw).MemlM.MmIsmwisbnh-uﬂmm“hi‘lﬂ
dou.ﬂhypolmionotxm,mu-iuth.mha'um ition and, Y. receive an i infusion of nomal sakine. This trangient
by A snote irvcicati mmm:—»mmmmmnmwm has i afhiar vohame »

‘m.ardpodmummsnge, - -
antitwpertensive agents that cause renin release. For . diretics (e.g . thiazides) may E _.--_'.......~....~

Agents Affacting Sy ic Actrvdty : The & hervous systern may be ly in ing blood p in patients veing W slone or
wﬂhmi:sﬁm.waﬁmmm(o.u. glionic blocking agents or gic neuron bl king agents) shoukd be used with caution. Beta-
adrenergic biocking drugs add some lurther ve offect 10 ‘hullheovnllvesm'sleasﬂnnldd'ﬁvm
N Agents irx ing Serum Potassium - Since Moprd decre: ik cucti U jon of serum i mym.%%diﬂdﬁunﬁn
. tr . of smidocide, or _ thmhmmmm.wlmﬁhmﬁulwml—dh.
ignili L of serum . Salt _ ining potassa should aiso be used with caution.
inhi o & Prostag in S) .t hes been that inck in may reducs the antiky ive effect of ially in cases of low
frenin hy ion. Other wdal anti-sdls Y agents (¢.9., aspirin) may aiso have this eifect.
um:mmmmmmmdmmuymmw 0 patients iving Cx i ﬁlenuﬁACEHﬂuMwy,M
&wsshmldbnmmﬂhmmmmdm&ﬁmwbmm.Ifudiwuickakoused.innywmﬁdiﬁn
toxicity.
W«yl’.ﬂm
Wmmlmmmhm. :
Carci is, M i3 and impai of Fartility §
. . . Two-yearslldieswihdosestOloISO"W&y'nni:.dMslﬁsdloShwuly rick of nogens ‘AThehighdoseinlhnsesludiesillsotims T
i ) mumxinmvmmwhmndouddsomm' & 50 kg subject ,Onabodym“basis.ﬂuﬁghdnseslormiceandmlsnm|3nnd26'imes'ho =

maximum recommended human dose, 5
Studies in rats have reveaied no impairment of forslity

Animal Toxicology
Chronic oral toxicity sludies were conducted in rats (2 years), dogs (47 weeks; 1 year). mice (2 years). and monkeys (1 year). Significant drug related loxicity inchuded
eﬂaa:mhumis.mulaiciy. . ion of the and variati of retinal blood vessels. -

Rowuiammmmmm-u'mhm,msandmuysumsowwommmmmmmnmw
CSOmg,muri-gaSolgsmied Qx-boww.ubnsis.lhmdosesnmsmzslhnsmwmm(uﬂm),Am‘l«mﬁ.
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lhmhocﬁcpena mdbnnenunowmwusmm.ﬁmdogsamebmmMRNDmnmwbam(“n15|manmhs¢)
The in and h values in rats and mice wars only significant at 1 year and retumed fo normal with continued dosing by the end of the study.
Markadmmsemu-lldosaleveb(alosomnsunno)ncbgs to marked ia was noted only at 15 and 30 times MRHD and
lmbocywpem’amal)linnsMRHD.The-mmooddhenvasadmmbnddosing.Banmnmmwmwuvmm.bﬁ\g
associated only with dogs that died or wers sacrificed in a on in the 1 year study. However, in the 47-week study al a dose 30 times MRHD, bone marrow
suppression was found to be ible upon i drug _

Captopril caused b lasia of the ji h of the kidneys in mice and rats at doses 7 10 200 times MRHD on a body-weight basis (0.6 1o 35 times.
MRHD on a surface-area basis); in monkeys at 20 10 60 times MRHD on a body-weight besis (7 o 20 times MAHD on s suriace-ares basis); and in dogs at 30 Smes
MMM.M—MM(!SMMMDM:MM

Gastrc were d in inci in male rats at 2010 200 times MRHD on a body-weight basis (3.5 and 35 timas MAHD on & surtace-area basis);
mmdeMm.mwwrsmmm-.mm)mnmusmunmm-mw@smm
umoon-umuu-uﬁs)wwwmmmmwwmmwmuwmawmuom
Mw.m&-ﬂuuﬁib?m

inthe year rad study, i e and mtions in the caliber of relired vessels (focal ons and cth 1 all dose levels (7 10 200
mmpm-wq-mm 1 10 35 times MRHD on a surtace-aren basts in 8 dose-reisted tashion. The effect was frs! cbeerved in the 88ih week of dosing,
with a progr oven afler hon of dosing.
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s-wmuncs Fﬂl and
Nursing Mothers
Concentralions of captogril iIn human mitk are approximately one percent of those in biood. of the ial for serious adverse reackions in nursNg

inlants from captopril, a decision shoukd be made whether to discontinue nursing or io discontinue the drug. taking into account the imporiance of caploprit tabiat 10 the
mother. (See PRECAUTIONS : Pediatric Use.)

Pediatric Use

Safety and eftectiveness in pediatric patients have not been established. There is Smited ™ n the with the use of caplopri in the pedietric
population; dosage, on a weight basis, was Hy rep tobe toovleal’mlhsluudn-dus

lnlmaspem-lymwboms mybamremeplblelolheadvefse y ic effects of ive, and = in bkood
[ ing oliguria and seizures, t-vebocnmponed

Caplopri Wels should be used in children only # other for g biood p have not been effeciive. .

ADVERSE REACTIONS

Reponedmarebuedonchnwmmmgwmmm
Renal : Abomoneol 100 patients oped o
Each of the f g has been d in approxi llozd"nu‘-lsmdndumnanwhmnshrplodmuu romlnscl'mncy -u-lhtnmm

syndrome, po'yuna ohguna and umarytrwumq

d (so0 ,.Cansdm-m," b ia, and pancytopenia have been
Damulnlognc Rash, Mwmhprunusnm - with fever. migia, and i M4b7(depaﬂngmmdmwdnu)dloo
patients, usud!ydumglheinsﬂouweebdw lsmw-!dmdymmml The rash is usually midd and disappears within a few deys of

dosage short-term with an anti ic agent, andfor g therapy; may occur even i captopnl i contwwed Pruritus, without
rash, occurs in about 2 of 100 patients. an7w10mdmnhmumm.ummm-w«mmm A reversibie
sssociated pemphigoid-like lesion, and photasensitivity, have aiso bean reposted.

Flushing or palior has been reportedin 2 10 S of 1000 patients.

Cardiovascular : Hypotension may occur; see WARNINGS and PRECAUTIONS {Drug " tor di ion of ion with captopril therapy.
Tachycardia, chest psin, MMM-&anM|dImpﬂm
Amp-dons y s and _ —nunmn-mm.dnzmsdmoomm
204 chis mwmmm;dwmwndmmumdmo Taste i - '3
wmunmaa(zhsmm)mmmmmw loss may be sssociated with the loss of taste.
g the i “hm“wm«ﬂmmmwdmmmn|mm
wmnmmh—mum (See ioad and PRECAUTIONS: information for Patierts )

Cough : wmmwnosbadmmmwnmmmcmsuunous Genenal, Cough)
The following have been reported in sbout 0.5 10 2% of patients but did not appear 8 increased frequency compared 1o placebo or other trestments used & conroled

wisls : gastric irrkation, inal pein, Newsea, iing. dmrrhy - ipadi hthous uicers, peplic ulcer, dizziness, headache, malaine, tatigus, nsomnia,
dry mouth, cough, i -
Other clinical adverss eflects reported since the drug was marketed are Ested below by body system. In this setting, an incidence or causal relationship cannot be
sccursiely delermined.
Body as & whole: " jons (see : Anaply id and Possibly Related Reactions and PRECAUTIONS : Hemodialysis).
Cardiovesculer : Cerdiac arest, ak xlerd / & Sency. rhythen ic hy i yneop
De ic: Bullowus g Y i (inchudfing Stevens-Johnson syndrome). exfoliative dermatitis.
inat. P s, glossitis, dyspep
s, rare cases of
Myaigia, sthena .
) 4 iatric: Alaxia. . i -~ ner
y: 8 rhinitis.

Special Senses: Biusved vision.
Urogenital: impotence.
As with other ACE inhibé a sy has boen which mey inchude; fever. myaigia, gia.. i it i itis rash or other dermaiologic

v P nophiia and an ESR ) 3
Fetal t and ity
See WARNINGS : F idity and
Ahered Laboratory Findings
Serum Ek by ia: smedl i n serum p . ially in patients with renal impairment (see PRECAUTIONS).

% icularly in patients v -mmmumm N 1
BUN/Sanch-lnnc Tr-mmdMummmwnﬂmannmﬂd“mm:orlmmnmmvnscdarlvypoﬂmn-y
occur. Rapid reduction of long: g or ok d biood px can resull in d inthe liltration rate and, in tum, leed 10 ncreases in BUN
of serum creatinine.

Hermatologic: A positive ANA has been reporied.
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Lver Function Tests: Eievat of bver . alkadine pho and serum bilrubin have occuired
OVERDOSAGE
Cowocliono'hypo(asionuo‘mbedp"'mywmMWMMNWHMNWI&-iNWMMhWde
pressure.
While captope may be om the adull ci on by by ysis, there is inadeq data NG the oft of he inlysis for g # from the
. of of children. Perisor dialysis &5 not eff for L] pril; there is no ind i "9 exchange transf ing
DOSAGEANDAWIPCSTRAW ~
wmmuunmm—uvmmnmn .
M'dem - o0 of recent antilvy ive drug tre the exient of blood ok on, selt iction, and other
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Each tablet eohlains

12.5 mg captopril, USP B
2
[=
Manufactured in india 100 tablets NDC 55648-902.01 E 5 ’
WOCKHARDT LTD. § £
Mumbai - 400 018 s &
INDIA, 12.5mg I
Qs &
Distributed by . o9
Accutied Captopril 338
Pharmaceuticals Inc. Tablets, USP 28,
Haritton, NJ 08609 >e8 -
Caution : Federal law prohibits 5 &£3
dispensing without prescription. = o o
Dispense in a tight container, as g5
defined in the USP. 283
Each tablet contains i
125 mg € ptopril, USP T
g 28 1997
R .
Manufactured in Ingia 1000 tablets NOC 55648-902.02 E H ’
WOCKHARDT (7D, : E 2
Mumbai - 400 018 s e
INDIA. 125 mg T &
. . B ‘;«S
Distributed by ) 8§88 e
Accubed Captopril zeg T
Pharmaceuticals ine. 887
Hamitton, NJ 0ggog Tablets, il s 23
> 2
Caution : Federal jaw prohibits E S ,‘,';.
dispensing without ‘Prescription. 2 ; §
Dispense in aigh container, as § cg
defined in the USP. ¥ 8 3

Each tablet contains )
100 mg captopril, USP 45
,g .
Manufactured i India c z
WOCKHARDT LTD. g =
Mumbai - 400 018 100 mg - -
INDIA. . SuE l'\
5§84 ~
Distributed = Sa
vl Captopril g i U}
e Bl Tablets, USP =
Hamilton, NJ 08609 - 2 g s
Caution :.Federal law prohibits 5 % 8
dispensing without prescription. i §= )
Dispense in a tight container, as H 8 2
- X A5

defined in the USP.




Each tablet contains
25 mg captopril, USP

Manufactured in India
- WOCKHARDT LTD.
Mumbai - 400 018
INDIA.

~ Distributed by
AccuMed

" Pharmmacedticals Inc.

Hamilton, NJ 08609

Each tablet contains
50 mg captopril, USP

Manufactured in India

WOCKHARDT LT
Mumbai - 400 018
INDIA.

Distributed by
AccuMed

Pharmaceuticals Inc.

Hamilton, NJ 08609

1000 tablets

25 mg

Caution : Federal

Captopril
Tablets, USP

taw prohibits

NDC 55648-903-0

2

dispensing without prescription.
Dispense in a tight container, as
defined in the USP.

D.

50 mg

1000 tablets

Captopril

‘Tablets, USP

NDC 55648-904-02

Caution : Federal law prohibits
dispensing without prescription.
Dispense in a tight container, as

defined in

Each tabiet contains
50 mg captopril, USP

Manufactured i india
WOCKHARDT LTD.

" Mumbai - 400 018

INDIA.

Distributed by
AccuMed
Pharmmaceuticals Inc.
Hamilton, NJ 08609

the USP.

100 tablets NDC 55648-904-01

Captopril
Tabiets, USP

. Caution :'Federal law prohibits

dispensing without prescription.
Dispense in a tight container, as
defined in the USP.
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Keep tightly closed (protect from moisture)

Do not store above 86°F
Usual Dosage : see package insert
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10.

13.

CHEMISTRY XEVIEW NO. 4 2. ANDZ # T74-532

NAME AND ZDDRESS QOF APPTICANT

Wockhardt. Ltd., Attention: Mr. 2.S. Gosavi

Poonam chamgers, Dr Annie Besant xoad, 7Worll, Bombay 400 018
US Agent: Wockhardt Americas Inc. Attention: Mr. I.R. Berry
1000 Nottingham Way, Hamilton, New Jersey 08609

BASI SUBMISSION Capoten® Bristol-Myers Squibb
Patent 4105776/08-08-95, exclusivity I-95/09-23-96 and I-
101/01-28-97 (ref. Orange Book 16th edition, cum. supp. 10)

PRIET NAME Captopril Tablets, USP
AMENDMENTS AND OTHER DATES:
02-14-97 T-Con Fax Amendment - this review
02-03-97 Facsimile Minor Amendment- this review
01-16-97 New Correspondence for labeling
01-14-97 Minor Deficiency Letter Faxed to firm
08-12-96 Major Amendment
03-22-96 Chemistry Major Deficiency Letter 32
02-14-96 Labeling Review #2-deficient
02-06-96 310 Approve
12-15-95 New Correspondence-Bio
07-21-95 Labeling amendment
07-19-95 New Correspondence for Bio
07-07-95 Major Amendment
06-10-95 New Correspondence-patent certification
05-05-95 CMC 1st review-J. Fan
03-21-95 Labeling Review-deficient
01-06-95 Filing Letter
05-24-95 Bio Review
11-28-94 Original amendment-in response to RF letter
10-06-94 Refusal to File Letter
08-11-94 original submission
PHARMACOLOGICAL CATEGORY Anti-hypertensive 11. Rx

DOSAGE FORM and 14. P NCY

12.5 mg round, flat, bevelled-edge scored tablet debossed "W 902" . 25.0 mg round, flat, bevelled-edge tablet cross
scored debossed "W 903", 50.0 mg round, flat, bevelled-edge scored tablet debossed "W 904" and 100.0 mg
round, flat, bevelled-edge scored tablet debossed "W 904"

18.

19,

cc:

CONCLUSTIONS AND RECOMMENDATIQONS T-CON = APPROVE

REVIEWER Melissa Maust DATE COMPIETZI Frebruary 12, 1997
ANDA 74-532 REVISED: March 12, 1997
DUP Jacket

Division File

Field Copy

- ‘ﬂﬂ
Endorsements: v X %5\\7 \

HFD-623/M.Maust. 2.12-97
HFD-623/V.Saveed, Ph.D./ |
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Captopril Tablets Wockhardt Ltd.
12.5 mg, 25 mg, 50 mg and 100 mg Bombay, India
ANDA #74-532 Submission Date:
Reviewer: Sikta Pradhan November 28, 1994

WP #74532SDW.N94

Review of a Bioequivalence Study and Waiver Requests

I. INTRODUCTION:

Captopril, a specific inhibitor of angiotensin I converting enzyme
(ACE) is indicated for the treatment of hypertension and congestive
heart failure. After an oral administration, the drug is readily
absorbed (60-75%) from the gastrointestinal (GI) tract in fasting
healthy adults or hypertensive patients. The presence of food in
the GI tract reduces absorption by about 30 to 40 percent.
Captopril is approximately 25-30% bound to plasma proteins. Areas
under the concentration-time curve (AUC) and maximum blood
concentrations (Cmax) after single oral doses of captopril appear
to be dose-related over a range of 10 to 100 mg. About half the
absorbed dose of captopril is rapidly metabolized, mainly to
captopril-cysteine disulfide and to the disulfide dimer of
captopril. Captopril and its metabolites are excreted in the
urine. The elimination half-life of captopril has been reported to
be about two hours.

The initial dose of captopril is 25 mg bid or tid. The dose is
increased to 50 mg bid or tid after one or two weeks if the lower
dose is ineffective. It is labeled to be dosed one hour before
meal. Captopril is currently available as Capoten® (Squibb) in
12.5, 25, 50 mg and 100 mg tablets for oral administration.

The present submission provides the reports of a bicequivalence
study comparing the test product, 100 mg tablets of Wockhardt Ltd.
with the reference product, Capoten® 100 mg tablets, manufactured
by E.R. Squibb & Sons, Inc.




In-Vivo Study:

The clinical study was conducted at the
under the supe;visiop of

Study Design:

A randomized 2-way crossover, single dose bicequivalence study on
the test product, Captopril, 100 mg tablet (Wockhardt) and
reference product, Capoten® 100 mg tablet was conducted according
to protocol # 940306 '

Subjects: Twenty-six healthy male volunteers between 18-45 years of
age and within +15% of their ideal body weight according to
Metropolitan Life Insurance Company Bulletin, 1983, were selected
for the study after 1) Physical Examination, 2) Medical and
Complete Routine Laboratory Tests (hematology, blood chemistry,
urinalysis, etc.) The subjects were restricted from all
medications for two weeks prior to the first drug administration
until after the study was completed. The volunteers were not
allowed to drink alcoholic beverages for 24 hours before dosing and
throughout the period of sample collection. The subjects were
randomly divided into two dosing groups of equal numbers.

Treatments:
A. 1 x 100 mg Captopril tablet (Wockhardt), Lot # 94001-D,
Lot size: . Potency: Not provided
B. 1 x 100 mg Capoten® tablet (Squibb), Lot # H3J73A
Potency: Not provided, Expiry date: October, 1998.
Dose Administration: A single dose of 100 mg Captopril was
administered with 240 mL of water.
D Was iod: One week.
Me a F rictions: All volunteers fasted for 10 hours
prior to and 4 hours after drug administration. Fluids were

restricted within one hour of dosing. Standard meal was served.
No caffeine-containing food or beverage was served during the
study.

Blood Sample Collection:

Ten (2x5) milliliters of venous blood were coliected in two chilled




vacutainers containing EDTA before dosing at 0 and five (5 mL) at
0.25, 0.5, 0.75, 1.0, 1.25, 1.5, 1.75, 2, 2.33, 2.67, 3, 3.33,
3.67, 4, 4.5, 5, 6, 7, 8 and 10 hours after dosing. The whole

blood samples were kept frozen at -80°C till analysis.

Assay Methodology:




Regults:

Twenty-six (26) volunteers were selected for the study. All
twenty-six (26) volunteers completed the study. Samples from the
first 24 subjects were analyzed. Sitting blood pressure and heart
rate of each subject were measured at 0, 0.5,.1, 1.5, 2, 3, 4, 5,
6, 8, 10, and 12 hr. No abnormal measurements were observed. The
non-serious adverse events experienced by some subjects have been
reported in Table 1 (attached). Mean (whole blood) captopril
levels and the pharmacokinetic parameters derived from them are
presented in Table 2 and Table 3, respectively.




Mean Blo captopri vels (ng/m
(1X100 mg Dose;r24 Subjectg)r

Time TEST (A) Reference (B) Signif.
(hour) (Wockhardt) (Squibb) Capotent? Diff. at
Lot #94001-D Lot #H3J73A p=0.05

Pre-dose 0 0 - ==

0.25 92,33 (89)+* 137.37 (85) Not
Provided

0.50 532.93 (46) 623.99 (44) "
0.75 790.67 (28) 826.99 (29) "
1.0 727.46 (16) 689.50 (24) "
1.25 574.87 (18) 545.53 (23) "
1.50 418.27 (23) 397.99 (24) "
1.75 310.33 (26) 314.81 (32) "
s 2.00 246.65 (38) 240.37 (36) "
2.33 171.78 (39) 1l64.66 (33) "
2.67 114.75 (39) 110.99 (30) "
3.0 87.34 (36) 85.54 (30) "
3.33 63.22 (35) 59.30 (27) "
3.67 49.13 (35) 45.91 (28) "
4.00 37.81 (26) 36.68 (27) "
4.5 21,26 (66) 23.77 (44) "
5.00 15.37 (80) 13.13 (98) "
6.00 0.91 (490) 1.91 (339) "
0o "
0 "
0 "

* Coefficient of Variation




Table 3

Mean Pharmacokinetic Parameters for Blood Captopril lLevels

(1X100 mg Dose; 24 Subjects)

f==—_~ T
Parameters Test (A) Ref. (B) A/B%

AUC,r (ng.hr/mL) 1124.4 (15)° 1139.5 (16) 98.7
AUCy (ng.hr/mL) 1159.0 (14) 1172.8 (16) 98.8
840.49 (18) 870.18 (28) 96.6
Cuax (ng/mL)
0.896 (32) 0.792 (29)
T (hour)
tl/2 (hour) 0.972 (23) 0.975 (21)
KE (1/hour) 0.7398 (17) 0.7363 (18)

( )" Coefficient of Variation

Pharmacokinetic Parameters derived from 1I.S Means:

Parameters Test (A) Ref. (B) A/B 90% C.I.
LnAUC, ¢ 7.01 [0.157]1* 7.03 [0.167] 0.99 95; 103

LnAUC, ;s 7.04 [0.153] 7.05 [0.164] 0.99 95; 103
LnCyax 6.717 [0.189]) 6.741 (0.241] 0.98 89; 107

[ 1™ standard Deviation
Number of Subjects 24

Both test and reference drugs produced peak concentration between
0.5 to 1 hour after their administration (see Table 2 and Figures
1&2, attached). The differences between the test and reference
products in LnAUC,,, LnAUG, ;s and LnCyyx were 2% or less. All these
differences were statistically insignificant. The ratio analysis
of the test and reference AUCyr, AUCyw and Cpyax are presented in
Tables 4-6. The 90% confidence intervals for LnAUCyr, LnAUCy,, and
LnCwax of the test product remained within the 80% to 125% limit of

the corresponding reference mean values.

In-Vitro Qigaglg;;gg;

The firm has conducted an acceptable dissolution testing on
Captopril tablets. Both USP and FDA dissolution methods are
identical. The dissolution testing data are presented in Table 7

below:
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L Table 7. In Vitro Dissolution Testing
Drug: captopril
Dose S -H 12.5 m 25 50 and 100 mg Tablets
ANDA No. : 74-532
Firm: Wockhardt Limited
Submission Date: November 28, 1994
pe—— = = T T e
I. Congitigns for Digseolution Tesging: "NOT PROVIDED"
USP _XXII Basket RPM:
No. Units Tested: 12
Medium: O0.1N HCl Volume: mL,
S ifications: T {(Q) of the labeled amount is dissolved
——in_20 minutes.
Re e Druq: Squibb‘s Ca e Tabs (12.5, 25, S0 and 100 mq)
Assay Methodology: USP XXII
II. Results of In Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot # 94001D Lot # C2K83B
(Minutes) Strength 100 mg Tablets Strength 100 mg Tablets
Mean % Range ACV | Mean % Range sCVv
10 94,46 1.73 | 89.01 3.24 h
’ 20 97.08 1.73 | 94.05 1.99 H
30 99.80 1.53 | 98.19 1.02 u
Sampling Test Product Reference Product
Times Lot # 94001C Lot # B3J73A
(Minutes) Strength 50 mg Tablets Strength 50 mg Tablets
10 97.51 2.55 89.01 3.24
20 96.14 2.90 94.05 _ 1.99
30 100.68 1.56 98.19 1.02
Sampling Test Product Reference Product
Times Lot # 94001B Lot # 1A61681
(Minutes) Strength 25 mg Tablets Strength 25 mg Tablets l
10 98.16 3.37 61.18 18.94"
20 99.70 2.83 85.72 10.2 u
30 101.14 1 2.37196.71 - 4.5 "
Sampling Test Product; Lot #94001A Reference Prod.; Lot #A3 J3 _
Times Strength 12.5 mg Tablets Strength 12.5 mg Tablets :
(Minutes) ;
' l
10 93.01 12.1 86.42 I 16.8 l
20 100.01 5.12 97.48 I 6.29 u
30 99.83 4.54 98.75% l 4.58
L e S by ey




Formulations:

The compositions of Captopril Tablets, 100 mg, S0 mg, 25 mg and

12.5 mg are presented below:
Strengths (mg/tablet

Ingredient 100 mg 50 mg 25 mg 12.5 mg
Captopril, USP 100.0 50.0 25.0 12.5

Lactose, NF
Micro. Cellulose, NF

Starch NF
Palmitic Acid,
Colloidal

Silicon Dioxide, NF

Talc, USP
Total: 400 mg 200 mg 100 mg 50 mg

Comments:

1. Results of the in vivo biocequivalence study conducted on the
100 mg tablets of the test and the reference products
indicate that the differences in AUC,,, AUGC, s and Cy,x were
less than 4% and insignificant. The 90% confidence
intervals for LnAUCy;, LnAUC,, and LnCy, of the test product
remained within the 80% to 125% limit of the corresponding
reference mean values. However, the firm has failed to
submit the following information:

a) Potency of the test and reference tablets.

b) Condition for Dissolution Testing, such as, USP
apparatus, speed, solvent, volume of solvent, assay
methodology, specification of dissolution, etc.

c) The reference product, 100 mg Capoten® tablets of lot
#H3J73A was used in bio-study but the reference product used
in dissolution testing was from different lot (#B3J73A).

The product from same lot should be used in both
biocequivalence study and dissolution testing.

2. The firm is required to provide information on the QC |
samples, such as, when these samples were prepared, how |
long these samples were stored and at what temperature
they were stored, etc.

3. The firm should be requested to provide informaticn on
the extraction procedure of captopril from whole samples and
the




4. The firm is requested to submit all statistical analyses
(detailed ANOVA analysis) conducted on the test and

reference samples (mean) collected at each sampling time.

5. The in vivo biocequivalence study conducted on the 100 mg
tablets of the test and reference products is incomplete.

6. The in vitro dissolution testings conducted on 100 mg, 50
mg, 25 mg and 12.5 mg Captopril Tablets are incomplete.

7. The firm should be advised to submit the formal waiver
request for in vivo biocequivalence studies on 50 mg, 25 mg,
and 12.5 mg Captopril Tablets manufactured by Wockhardt Ltd.

Recommendations:

1. The in vitro dissolution testing and the in vivo
bicequivalence study conducted by Wockhardt Ltd. on its 100
mg Captopril Tablets, Lot # 94001-D, versus the listed
reference product, Capoten® 100 mg Tablets manufactured by
Squibb have been found incomplete by the Division of
Bioequivalence for the reasons stated in Comments #1-6
above.

2. The ipn vitro dissolution testings conducted on 50 mg, 25 mg
and 12.5 mg test tablets are incomplete due to the reasons
cited in Comment #1.

3. The firm should be advised of the Comments and
Recommendations, above.

sikta Pradhan, Ph. D.
Division of Biocequivalence
Review Branch I

RD INITIALED YCHUANG

FT INITIALED YCHUANG e —
/7 N |
2Y/C ;
Concur: e e Date:--=fF-deccccnaaan j

eith K. Chan, Ph. D.
Director, Division of Bioequivalence !

cc: ANDA # 74-532 (original, duplicate), HFD-600 (Hare), HFD-
630, HFD-344 (CViswanathan), HFD-652 (Huang, Pradhan),
Drug File, Division File.

SP/04-13-95/X:\wpfile\Pradhan\74532SDW.N94




01

yprouy oM H——6 qq1nbs A8

(eso@—1sod sinoH) oWl

9

1 S p—

LR

001!

000!

(oid Bo1- 1Was)
pabueyoun pooid ©

goeovs ON palod
| ainbid

SUONEAUSdU0D judoded joum ueeN




T ERLRLLELE!

1P IOYRIOM e —6F ;;.,zvn A—a-8

(esog —1sod sINOH) awil

Y

t)

[ PR —

I CEEES
0

T I - S <

L 002
- 00 ¥
L 009

- 008

L 0001

| (101d seaury)
suoijeuadu0d judoided pebueyoun pooid ejoum ueeiN

gogovs "ON 10elold
2 anbi4




391qel t72dorded 6w 0Ot X T (uajode)) qqynbs o g
I9Tqe [72doades Huw 00T X T IPIRYyOoN = ¥

paatoRay~y Ataxrtun=n 1943070 esnup-u
LI LEPEL 2190355 3A3009Q-Q o1qr8sod-04 0= .
Pap2023y¥ 10N = ¥/N Wom:-sonnnn 310IPOH=0KH -:ow:.u: =4S otqQuqoag=y4 INPINO1g=a paijsadxaupne=g SNOT135-UoN=N -nmoz-z
a1qwat(ddy 30N = ¥/N PaswaIOULa~y PLINW Pa3ToTIa-2 ®31uf3oa~a 6nag-q paoadxgey snojaegeg oheq=p
TV¥aNgD NO1LYIOAS ALISNIINT GORLIN 1wOdaY XLI'1168VE0¥d ALITVSOVD GOORITEALT SSINSNOTNSS SIINN SWIL
¥/N ¥ ur'z
95 :991nd 95/06 :dd N n ye'e
auoy W a L 4 ua a - SN wo'se qo'g
198{Nd 09/60T 'd@  W/N /N uz-z W ]
R / / (AD/NIQUVDAHOVL) 2038v3 Bupijveq J3awey STOOL  ¥6/%0/L0 :91:60 T ¢
g ®poo 3onpoag
Bugsop J38u0 Euysop
>u«.:o uogaIn 1333e e QOMMQI xuqnqn »u«n. pooy asau- :O.“-uh u"“““
JUIWOY / UOTINY -qul -10A3 Swil A3tsuejur 3xoday -wqoixd -sne) J1INJ] Enojaag -
I dn-mott04 { : C wo3dm/ipg/uByg eiva/swil Bujsog poriad dfqng

TOU-T02-TO 96 §38A TRUIGIUI ‘(C°§ B0\ esegeIeg " ANVHI 4q 80:TT $6/50/c0 PeIved> 1no-uaV o1t

291qel (71dolded Bw goT X 1 (uaiode)) qqynbs - g

21qe) trxdodes Bw 00T x t IpawyyooM - ¥
paAtosay=y Atayttun=n
peswaadag=q 913A35=5 PaAz98qQ=0 31q78804-04 I3YI0=0 83NUTW-w
P3p1023Y4 08 ~ ¥/N pabuwyoupnen 9I013POH=-0W 6noduwuodgeds 1quqoag=y44a 31npadoigeq p3dadxauney  8NOJI3S-uoN=SN 8IN0OHy
31qedj1ddy 0N = y/§ paswaIdutey PITH=W 2PN Ed¢ CH LI F ET BT bnig-g peIdadxg.3 anojzeg-g s4eqep
TY¥aN3D NOYLYIOAE ALISNIINI GOHLEW 1l¥OJEY Allli4avaodd ALITVSOVD GOOHITARIT SS3NSNO1u3S SLINN aWIL
| ‘pauwIIIpUN agne)
/N 4 Pe°9 W das ua o | SN wo't PL'S
(p1Q/101IV1d) eduerniyela Y6/E0/TE  :¥¥i60 1 134
| /R u qye-ze
SuoN W n yr-zu W a ud a 2 SN us'9t qeo's
(4EN/BBENIZZIqA) Sseufzzid $6/€0/1€  :y1:60 1 ]
¥ epod jonpoag
Butsop I9eu0 Buyeop
A3ysus  uogan  193je Je poylsw A3rryq L3yre  pooy ssau- uogae 233)e
udao) / uorlay -uy  -poaz swryL A3tsuaqur 3x0day -eqoig -sne) TI9X¥'T 8NOjI3S -angq awyl,
. “ dn-mott04 — wojduks/ubyg 93va/suis Buysog poraag 3d3fqns

SINIAT TYOIAANW

S 'ON d9vd

90€0b6 "ON Li0d3Fd TYDINIID LN H dTavL




1nv43a
27?2
L2
2£9°21
65766

(S
x(8/v)
£5:

£00-2°2 aviy 1Svyd

92
291
1i°s8i
1 31]}

174
6°91
20°294
979211

u

XA

g ¥

UL I TRE TR YT

14
£2
44
114
0z
6l
8l
1)
91
St
”
£l
el
11
oL

“NMNMEeNONOO

@)

(8) qqinbs sa (v) 3pseyyoon
(W/y-8u) 3-p anv - sysAjeuy oyjey
Pooig a10yn ut yyidordes pasueysun

90£0%6: Jaquan 323foug
f aqey

)

39(gng

Y661 -90-92




1nv43a

£00-2°2 GviY¥ 1SVud

4
ozl
886711
19766

” (14 u
6°S1 9l XAD
86°981 90°99L as 3
gLt 0°6Sti ued I3 fIv

¥
| 14
44
12
02
(13
9
11
9
11}
7"
£l
1}
i
(]}

L=Nmeno~oo

x(8/v)

£6:91

) ) 339(qns

(8) qqtnbs sA (v) IpJeyyoon
(w/y.6u) jujony - sisAjeuy oj3ey
poojg ajoyn up isdorde) paueyoun
90£0%6: JaqunN 333{o.ud
G




1Inv43a

£00-2°2 @viy¥ 1SWyd

114
9°0¢
9¢8°0¢
9s°10l

92

8°€2
028°902
8l°0.8

y2

L°8l
2827161
6%°0%8

u

ZAD

s 3

URIN J135wyd |y

”?
£2
2
12
02
6l
11}
]}
9
St
”"
£l
4}
il
ot

" Nmenonrnoo

X(8/v)

£S:91

(8)

(8) qqinbs sa (y) 3pseyyson
(yu/6u) xew) - sisAjeuy oyjey
poo1g sjoyn uy )yudordey padusyoun
90£0%6: Jaquny 323fouqd
9 agn

4]

133(gnsg

Y661 -50-92




